Figure 1. Screening form for literature
RAND EPC EPHEDRA PROJECT

1. Atrticle ID:

2. First Author:
(LAST NAME OF FIRST AUTHOR)

3. Reviewer:

4. Research topic: CHECK ALL THAT APPLY
Ephedra......cccoooeiiiiiiiiiii, O
Ephedring .........ccoovveiieeii, O
Pseudoephedrine ........ccc..ccconne O (sTop)
unclear ......ccoovveeeeviee e O
Other ( )..0O (sToP)

5. Subiject of article: CHECK ALL THAT APPLY
Weight LOSS ....cooiiiiiiiiiiieceie, O
Athletic Performance ................... O
Adverse Events ...........cccoooiine O
Other ( )..0O (sTOP)

6. Study population: CHECK ALL THAT APPLY
Human ..o O
Animal......cccooeeeviiiieeee e O (sTop)
unclear ......ccoovveeeeviee e O

Other (specify: )..0O (sToP)

7. Study design: CHECK ALL THAT APPLY
Descriptive (historical, editorial etc.) O
Review/meta-analysis................. O
Randomized Clinical Trial............ O
Controlled Clinical Trial................ O
Case SerieS.....ccoveeeiiciieeeiiiieeens O

Case Report: medical literature...d
Case Report: popular literature ...
Other (specify: )..O

8. Does the intervention contain caffeine or

caffeine-containing herbs? CIRCLE ONE
Y S i 1
NO e 2
unclear .......ccoceveeiiiiiiieeeeeeee 7
Not applicable.................... . 8

9. Language of article: CIRCLE ONE
English.....cccoveeeiiiiiiies 1
Chinese.......ccccovvieiiiiiieeeeee 2
Japanese........cccccveeiiiiiiec, 3

Other (specify: )...4
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SCREENER FORM

Notes:




Figure 2. Quality review form for literature

RAND EPC EPHEDRA PROJECT QUALITY REVIEW FORM

Article ID: Reviewer:

First Author:

(Last Name Only)

Study Number: ___ of Description:
(Enter ‘1 of 1’ if only one) (If more than one study)

1. Design: CIRCLE ONE
RCT e 1
Gl it 2
Other e 3 (sTOP)

(IF NOT RCT OR CCT, CHANGE STUDY DESIGN ON COVER SHEET AND STOP)

2. Were any adverse events mentioned?

CHECK ALL THAT APPLY

CHECK OR CODE CHECK IF SERIOUS
Cardiovascular...........ccccceevieenenns O01) e O
Death.....cccoveieeeee e [ [ (0)2) I O
Endocrine ..., [ (01 ) R O
NEeUrologiC .....ccovveeeeiniieeeeeieee e I 07 O
Psychiatric.........cooceiiieiiii, [ (015 R O
Pulmonary .........coccevviieeeiiiiee e, [ (1G] RO O
Renal........ccooveiviiieeeeee e O (07) oo O
Other: e, ( o _ )
No adverse events...........cccceeeeneen. O (96) oo
None mentioned...........ccccoveeeeeeennn. O97) oo,
Mentioned but not described........... O(98) .o,

3. For articles on weight loss, is there a follow up of at least 8 weeks?
CIRCLE ONE

Y S s 1
N O et 2 (sToP)
Not applicable ... 9

4. |Is the study described as randomized? CIRCLE ONE

Y S e, 1
NO e 2
5. If the study was randomized, was method of randomization appropriate?
CIRCLE ONE
Y S e 1
NO .o 2
Method not described ...........cccceeeiiiiiiiiinnnn. 8
Not applicable .........ccccovieeiiiiii e, 9

42



Figure 2. Quality review form for literature (continued)

RAND EPC EPHEDRA PROJECT QUALITY REVIEW FORM
6. Is the study described as: CIRCLE ONE
Double blind...........cccoeiiiiiiiiieiee e 1
Single blind, patient ...........ccccco i 2
Single blind, outcome assessment ................... 3
OPEN e 4
Blinding not described ...........cccciiiii 8
Not applicable ... 9
7. If reported, was the method of double blinding appropriate?
CIRCLE ONE
D - T 1
NO e 2
Double blinding method not described............... 8
Not applicable ... 9
8. If study was randomized, did the method of randomization provide for
concealment of allocation? CIRCLE ONE
Y S e 1
NO e 2
Concealment not described..............ccccccooeii. 8
Not applicable ... 9
9. Are withdrawals (W) and dropouts (D) described?
CIRCLE ONE
Yes, reason described forall Wand D ............. 1
Yes, reason described for some WandD........ 2
Not described ... 8
Not applicable.............cccc 9
10. Is this a cross-over study design? CIRCLE ONE
Y S e 1
NO s 2
Not described ... 8
11. Are outcome data reported separately for or primarily on over 75% of any
of the following populations? CHECK ALL THAT APPLY
Race:
African-Americans.........cccccceeeviciiiieeeeeeenn. O (01)
HISPanIcC ... O (02)
ASIAN oo O (03)
Gender:
MalE .. 0O (04)
Female ... O (05)
Age:
Adolescents (12-17) ....cooeiieeeiiiiiiieieeen O (06)
Children (0-11) coeevceeeeeeee e 0O (07)
Misc.:
Athletes ... 0O (08)
MIlIEAIY e O (09)
Other:
(Enter code: , , ., )




Figure 2. Quality review form for literature (continued)

RAND EPC EPHEDRA PROJECT QUALITY REVIEW FORM
12. What types of comorbidities are described in the groups?
CHECK ALL THAT APPLY

Overweight/ Obesity (BMI > 27) .........cccceeeneeee. O (01)
Coronary Artery Disease ..........ccccceeveveeeeineenn. 0 (02)
Hypertension.........occie e O (03)
Neurological.........cooceiiiiiiiie e 0 (04)
PsychiatriC ......ccoeveviiiieee e O (05)
ASTMA. ..o O (06)
Gastrointestinal...........ccccccveiiiiiiiii O (07)
Diabetes.......covvviiiiiii e, [ (08)

ReNal ..o O (09)

Other

(Enter code: , , , )
Not described .........ccceviiiiiiiiiieee O (98)
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Figure 2. Quality review form for literature (continued)

RAND EPC EPHEDRA PROJECT

Arm __ of ___ Description

If the study has a control/usual care arm, enter that data in arm 1.
Otherwise, enter data for the groups in order of first mention.

13. What type of arm is this? CIRCLE ONE
Placebo..........uueeiiiic 1
Usual Care........ceeeeeeiiieeeiieieeeeeeecee e 2
Primary intervention.............oocooicine 3
Other active treatment........................... 4

14. Is there a significant co-intervention?
CHECK ALL THAT APPLY OR ENTER CODE

Diet e O (01)
EXErCiSe ....ueiiiiiiiii e O (02)
Education.........ceeeiiii e, O (03)

Other: (enter code __
No co-interventions..........cccccevvieiiiiiiee e, 0 (97)

15. What was the sample size in this arm?

Entering Completing
(ENTER 999,999 IF NOT REPORTED.)

QUALITY REVIEW FORM

16. What is the common, proprietary, and/or scientific (genus, genus/species)

name of the product?
ENTER CODE OR CIRCLE ONE OF THE BELOW
Code:

NONE e 97
Not described .........oooovveiieiiiiee, 98
Not applicable...........cccccoviiii, 99

17. Of which main constituents is the product made?

ENTER CODE OR CIRCLE ONE OF THE BELOW

Code: , )

NONE ... 97
Not described ..........oooiiiiiiiiiiiee e 98
Not applicable.............cccco 99

18. Was chemical analysis performed on ephedrine alkaloids?

CIRCLE ONE
D = T TR 1
NO e 2
Not described ..o 8
Not applicable.............ccooii 9
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Figure 2. Quality review form for literature (continued)

RAND EPC EPHEDRA PROJECT QUALITY REVIEW FORM
19. Intervention:

ToTAL DAILY AMOUNT ROUTE OF EPHEDRINE
INTERVENTION DoSE PER DOSE UNITS | ADMINISTRATION | DURATION| UNITS ALKALOIDS
1
2
3
4
Enter code Entera |Entera |1.ug 1. PO Entera | 1. Hour |1.Included in

number | number | 2. mg 2.1V number | 2. Day total
998.ND | 998. ND 2- gmk S I 998. ND | 3- Week eﬁ(h?q:j'”e
999. NA - Mg kg - 999. NA alkalolds
999.NA 1 " \D 9. NA g- HR 2. In addition to
9. NA ' ephedrine
alkaloids
3. Unclear
8.ND
9. NA

20. Type of outcomes measured:

21.

ENTER THE CODE FOR EACH OUTCOME MEASURED

ENTER THE NUMBER AND LETTERS IN THE APPROPRIATE BOX

When, relative to the start of the intervention, were outcomes reported?

NUMBER UNIT Use the following
S
1™ follow-up abbreviations for units:
2" follow-up MI minute
HR hour
3™ follow-up DY day
- WK week
4" follow-up MO 0
mon
5" follow-up YR year
ND not described
6" follow-up NA not applicable
Additional
follow-ups:
END
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Figure 3a. Adverse events analysis form for death, MI, stroke cases
RAND EPC EPHEDRA PROJECT ADVERSE EVENTS ANALYSIS FORM

Article ID: Reviewer:

FDA Case Number:

Form Number: of (Fill out one form for each subject)

1. Does adverse event form report on ephedra or ephedrine?

CIRCLE ONE
D =T 1
NO/ UNSUIE......iiiiiiiiiie e 2 (sToP)

(IF NOT EPHEDRA/EPHEDRINE THEN STOP)

2. Are there adequate data available to analyze this report?

CIRCLE ONE
D = T 1
NO e 2 (sToP)

(IF NOT ADEQUATE DATA THEN STOP-
MuST BE A SERIOUS ADVERSE EVENT AND PRODUCT SPECIFICALLY IDENTIFIED)

3. What additional sources of data are available?
CHECK ALL THAT APPLY AND/OR ENTER CODE

FDA affidavit .......cccoooeeiiieiiee e O (01)
Medical records .........cccooiveeiiiniiieeenieee e O (02)
Legal documents .........coocoeeiiiiiiiieiiiiiee e O (03)
LabelS ..o O (04)
Other ( ) (96)
None of the above ........cccccevvviiiiiiiee e, O (97)

4. What was the adverse event? CHECK ALL THAT APPLY AND/OR ENTER CODE
(Start codes at 40)

Death ... O (01)

ML O (02)

CVA e 0O (03)

Other serious adverse event (enter code: )

Other ( ) (96)

None of the above ..., O (97) (sTopP)
5. IF MI, what procedures were done?  CHECK ALL THAT APPLY

Coronary angiography .......ccccccoecceeeeiecieneeenne, 0 (01)

Revascularization ...........cccccevviieeiiciiee e 0 (02)

No significant CAD ..........cccoecciiiiieeeeeeecee, O (01)
BV CAD ...t O (02)
BV OrLMD....oiiiiiiiecee e 0O (03)
Low LVEF (£40%) .eeeeveiiiiiiieiieee e O (04)
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Figure 3a. Adverse events analysis form for death, Mi,

RAND EPC EPHEDRA PROJECT

stroke cases (continued)
ADVERSE EVENTS ANALYSIS FORM

7. IF STROKE, what is the outcome? CIRCLE ONE
Complete resolution...........c.ccceeeeiiiiiieieiieiiinn, 1
Minimally affected (still able to work)................. 2
Moderately affected (more than one limb)......... 3
Severely affected.........cccoeeveiiiiiiii 4
Not described ... 8

8. Who completed the adverse events form? CIRCLE ONE
Physician / Health care provider..............c......... 1
SUDJECE.... i, 2
Subject surrogate ... 3
Government agency .........occeeveviiiieeiiiiieee e 4

9. What was the age of the subject on the date report was made?

Enter number:

10. What is the gender of the subject? CIRCLE ONE
Male ... 1
Female......co e 2
Not described ..........cccviiiiiiiiiici e 8

11. Why was the subject taking the product?

CHECK ALL THAT APPLY AND/OR ENTER CODE

(Start codes at 4)

WeIght 10SS ...coviiiiiiei e, O (01)
Improved athletic performance......................... 0O (02)
Psychological effect...........cccooiiiiiiiiis 0O (03)
Other: ... (enter code : : )
Not described .........ccoevevieiiii e, O (98)

12. What was the source of the product? CIRCLE ONE
Retail market..........oooooieiiiii 1
Multi-level marketing/ out of home ................... 2
Direct from manufacturer..............ccccccooiine 3
Health care provider ...........oooocciiieiiiieie 4
Other ( ) IR 6
Not described ... 8

13. Was the product specifically identified? CIRCLE ONE

D TSRS 1
NO s 2

(IF NO THEN SKIP TO QUESTION 18)

14. What is the common, proprietary, and/or scientific (genus, genus/species)

name of the product?
Code:

ENTER CODE OR CIRCLE ONE OF THE BELOW



Figure 3a. Adverse events analysis form for death, Mi, stroke cases (continued)
RAND EPC EPHEDRA PROJECT ADVERSE EVENTS ANALYSIS FORM

15. Of which main constituents is the product made?
ENTER CODE FOR EACH OR CIRCLE ONE OF THE BELOW

Code: , , ,
NONE ..o 97

Not described ... 98

Not applicable...............ccc 99

16. Was chemical analysis on ephedra alkaloids data presented?
CIRCLE ONE

Y Sttt ———————————————— 1

NO (o 2

Not described ........cccoooiiiiiiiiiiiiiiiii, 8

Not applicable ... 9

17. Please fill in the following information on dosage data.
This information is from analysis: ( ENTER THE NUMBER AND CODES IN THE APPROPRIATE BOXES.)

Dosage data Number Unit Codes for units:
(code) g |
Total daily dose of
ephedrine alkaloids mg 2
Single dose of gm 3
ephedrir?e alkaloids : mekg ! 4
Tot.al daily .dose of caffelne ND g
Ratio f:affelne/ephedrme NA 9
alkaloids

18. Please fill in the following information on dosage data.
This information is from label: ( ENTER THE NUMBER AND CODES IN THE APPROPRIATE BOXES.)

Dosage data Number Unit Codes for units:
(code) ng |
Total daily dose of 5
ephedrine alkaloids me
Single dose of gm 3
ephedrine alkaloids mgkg " 4
Total daily dose of caffeine ND 8
Ratio caffeine/ephedrine . NA 9
alkaloids )

19. What was the duration of ephedrine use?  CIRCLE ONE

SAB NOUPS .t 1
2-13 dAYS e 2
14-60 days (aCUte).......cceeeeviieieeiiee e 3
>60 days (ChronicC) .....ccceevvvieeeiiiiiie e, 4
Not described ..........cccoviiiiiinc e 8
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Figure 3a. Adverse events analysis form for death, Mi, stroke cases (continued)

RAND EPC EPHEDRA PROJECT ADVERSE EVENTS ANALYSIS FORM
20. What was the timing of the last ephedrine dose? CIRCLE ONE
KB NOUPS...eeeee e 1
B-24 NOUIS.....eiiiiiieiee i 2
324 NOUPS....eeiiiiiiiee et 3
Not described .........ccccevviiiiiiiiie e 8
21. Was the product used again after first adverse event? CIRCLE ONE
Y S ettt e e 1
1 (o 2SR 2
Not described ... 8
Not applicable ... 9
22. If product was used again after first adverse event, did the adverse event reoccur?
CIRCLE ONE
Y S ittt 1
NO s 2
Not described .........cccceviiiiiiiiiiie e 8
Not applicable ... 9
23. Was the subject actively involved in exercise at or immediately before the
occurrence of the adverse event? CIRCLE ONE
Y S s 1
[ 2SS 2
Not described ... 8
Not applicable.............cccc 9
24. Did form report on use of any other substances? (CHECK ALL THAT APPLY AND ENTER CODE)
Caffeine (in addition to product) ...........cccoecveviiiiiniiniiee O
1T e o £SO SEE |
Code: , , , ,
Other Herbs: ... O
Code: , , , ,
Prescribed or OTC medication: ..........ccoecveeeeiiiiee e, O
Code: , , , ,
Other sUbSTaNCE: .....c.eviiiii e O
Code:
Not described ... |
1[0 TSR O
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Figure 3a. Adverse events analysis form for death, Mi, stroke cases (continued)
RAND EPC EPHEDRA PROJECT ADVERSE EVENTS ANALYSIS FORM

25. Which of the following conditions were evaluated?

CHECK ALL THAT APPLY AND/OR ENTER CODE
(Start codes at 15)

Pre-existing condition: PRESENTEXCLUDED
AStMA. ... O ... O
CAD s O ... O
DM L O ... O
HTN e O ... O
ODESItY...ccoi e O... O
Renal disease..........ccccoceviiiiiiiiiei e O ... O
Substance abuse...........ccocociii o.... O
SYNCOPE ...ttt O ... O
Thyroid condition ...........cccoiiieiiiiiiieeee e, O ... O
TIA HISIOIY . O ... O
Other vascular disease ( )..O o O
Rheumatological diseases..............cccceevriieeennnn. o... O
Other (Enter code: ) o ... O
Other (Enter code: ) o ... O
Other (Enter code: ) o ... O
Other (Enter code: ) I O.... O
Other (Enter code: ) I O.... O
Other (Enter code: ) I O.... O

26. Was a drug screen performed? (CIRCLE ONE)
D = TSR 1
o SRR 2 (sToP)

27. Results of URINE screen:

(start codes at 03) (CHECK ALL THAT APPLY)
No substance found............cccccveeiieiiiiiciiieeee, O (o1)
Substance(s) found and identified: (Enter code(s)):
( ’ ’ ) i) ’ )
Not described .........cccoeeiiiiiiii O (98)

28. Results of BLOOD screen:

(start codes at 03) (CHECK ALL THAT APPLY)
No substance found..........c.ccocccviiiiiene e O (01)
Substance(s) found and identified: (Enter code(s) below)
( ’ ’ ) ) ’ )
Not described ........ccvveeviiiiiie e, O (98)
END
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Figure 3b. Adverse events analysis form for seizure cases

RAND EPC EPHEDRA PROJECT ADVERSE EVENTS ANALYSIS FORM
ID/ FDA Case Number: Reviewer:
First Author:

(Last Name Only)

Form Number: of (Fill out one form for each subject)

1. Does this adverse event report use of ephedra or ephedrine?

CIRCLE ONE
Ephedraonly ........ccccoooiiiiiiiii e 1
NO/ UNSUIE ... 2 (sToP)
Ephedrine only ..o, 3
Ephedra and Ephedrine ..........cccoccoeiiiiiiie i 4

(IF NOT EPHEDRA/ OR EPHEDRINE THEN STOP)

2. Is a generalized (tonic-clonic) seizure reported as an adverse event

(synonym = grandmal seizure)? CIRCLE ONE
Y S ettt e e 1
No, another type of seizure is reported.... ................ 2 (sToP)
No, seizure unspecified is reported.............cccceeenneee. 3 (sTOP)
No, seizure is not reported as an adverse event...... 9 (sToP)

(IF NO SEIZURE REPORTED THEN STOP)

3. For which evaluations are results reported as part of the evaluation

of the seizure? CHECK ALL THAT APPLY
Serum electrolytes (must include Na)....................... O
CalCiUm .. O
MagNESIUM .....oeiiiiiiiiieie e O
GlUCOSE ... O
CT/MRIof head........coooeeiiiiiiiiiiiie e, O
EEG. . O
Temperature.........ccooooeeiiiii O

4. Were the following pre-existing conditions specifically mentioned as present
or excluded?
Pre-existing condition:  NOT DESCRIBED PRESENT EXCLUDED

Alcoholism.......cccoeeviiveineeen. O............. O....... O
Substance Abuse.................. O............... O..... O
Seizure Disorder ................... O............... O......... O

5. What was the age of the subject on the date the report was made?
Enter number: (No Data = 99)

6. What is the gender of the subject?

1Y = 1L 1
FEemMaAle ... 2
Not described ..., 8
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Figure 3b. Adverse events analysis form for seizure cases (continued)

RAND EPC EPHEDRA PROJECT

7. Why was the subject taking the product? ......

ADVERSE EVENTS ANALYSIS FORM

(Start codes at 04) (CHECK ALL THAT APPLY AND/OR ENTER CODE)

Weight 10SS.....coooiiii,
Improved athletic performance ............ccccocccvvieeeieeiennns
Psychological effect ...,

Other:................ (enter code
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Figure 3b. Adverse events analysis form for seizure cases (continued)

RAND EPC EPHEDRA PROJECT ADVERSE EVENTS ANALYSIS FORM
Product: of
Description:

8. What is the common, proprietary, and/or scientific (genus, genus/species)

name of the product? (ENTER CODE OR CIRCLE ONE OF THE BELOW)
Code:
(o] 1= TS 97
Not applicable ... 99

9. Of which main constituents is the product made?
(ENTER CODE FOR EACH OR CIRCLE ONE OF THE BELOW)

Code: , , , ,
NONE ...t 97
Not applicable ..........coeveiiiii e 99
10. Was chemical analysis on ephedra alkaloids data presented?
(CIRCLE ONE)
Y S it —————————————————————— 1
N ettt ————————————————————————————_ 2
Ordered but not reported .........cccccoeiiiiiiiiee, 3
Not described...........oooviiiiiiiiiiiii 8
Not applicable ..........oeeviiiiiiiiiiiieieeee s 9

11. Please fill in the following information on dosage data.
This information is from analysis: ( ENTER THE NUMBER AND CODES IN THE APPROPRIATE BOXES.)

Dosage data Number Unit Codes for units:
(code) {

Total daily dose of He

ephedrine alkaloids mg 2

Single dose of gm 3

ephedrine alkaloids meke ! 4

Total daily dose of caffeine gke

Ratio caffeine/ephedrine . ND 8

alkaloids : NA 9

12. Please fill in the following information on dosage data.
This information is from label: ( ENTER THE NUMBER AND CODES IN THE APPROPRIATE BOXES.)

Dosage data Number Unit Codes for units:
(code) e 1
Total daily dose of
ephedrine alkaloids me 2
Single dose of gm 3
ephedrine alkaloids mgkg "' 4
Total daily dose of caffeine ND 8
Ratio caffeine/ephedrine . NA 9

alkaloids
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Figure 3b. Adverse events analysis form for seizure cases (continued)

RAND EPC EPHEDRA PROJECT ADVERSE EVENTS ANALYSIS FORM
13. What was the duration of ephedrine use? (CIRCLE ONE)
SAB NOUIS .ttt 1
2-13 AAYS i 2
14-60 days (ACULE) .....uvvveeeieee e 3
>60 days (ChroNIC) ...cccivveeieiiiiee e 4
Not described ... 8
14. What was the timing of the last ephedrine dose? (CIRCLE ONE)
KB NOUPS .t 1
B-24 NOUIS ..ot 2
324 NOUPS ..ttt 3
Not described ... 8
15. Was/were the product(s) discontinued after problematic symptoms emerged?
(CIRCLE ONE)
(=TSSR 1
o RSO 2
Not described ... 8
Not applicable ... 9
16. If product(s) was/were used again after discontinuation, did the problematic
symptoms reoccur? (CIRCLE ONE)
Y S ettt a e e 1
[ PSRRI 2
NOt described .........coooiiiiiiiii e 8
Not applicable ..., 9
17. Did form report on use of any other substances?
(ENTER CODE OR CIRCLE)
Code: , , , ,
I (o] 1= TR 97
Not described ... 98
Not applicable ..........oevviiiiiiiiiiei s 99
18. Which of the following conditions were evaluated?
(Start codes at 15) (CHECK ALL THAT APPLY AND/OR ENTER CODE)
Pre-existing condition: PRESENT EXCLUDED
ASthMaA .. ... O
CAD ... ... O
DM et ... O
HTN o O...... O
ODESItY ... ... O
Prior psychiatric history..........cccooceiiiiiiiiieens ... O
Renal diSease .......ccccoviiiiiiiiiii ... O
SYNCOPE ..eeeieieieiee ettt a....... O
Thyroid condition ..o, a...... O
TIA HISIOIY v ... O
Other vascular disease ( ) JP I O
Rheumatological diseases ..........ccccccevcveeeiiienennen ... O
Not described ... O (98)



Figure 3b. Adverse events analysis form for seizure cases (continued)

RAND EPC EPHEDRA PROJECT ADVERSE EVENTS ANALYSIS FORM
19. Was a drug screen performed? (CIRCLE ONE)

Y B ettt 1

I [ S PRSP 2 (sTOP)

20. Results of URINE screen:

(start codes at 03) (CHECK ALL THAT APPLY)
No substance found ... 0 (01)
Substance(s) found and identified: (Enter code(s)):

( : ) , ; : )
NOt described .........coooviiiiiiiiiie e 0 (98)

21. Results of BLOOD screen:
(start codes at 03) (CHECK ALL THAT APPLY)
No substance found ... 0 (01)

Substance(s) found and identified: (Enter code(s) below)
( ’ L) ’ ’ ’ )
NOt described .........coooviiiiiiiiiie e 0 (98)

END
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Figure 3c. Adverse events analysis form for psychiatric cases

RAND EPC EPHEDRA PROJECT ADVERSE EVENTS ANALYSIS FORM
ID/ FDA Case Number: Reviewer:
First Author:

(Last Name Only)

Form Number: of (Fill out one form for each subject)

1. Does this adverse event report use of ephedra or ephedrine?

(CIRCLE ONE)
Ephedra only .........ccooeiiiiiii e, 1
NO/ UNSUIE ...t 2 (sTOP)
Ephedrine only ..........cooiiiiiiei e, 3
Ephedra and Ephedrine ..o 4
(IF NOT EPHEDRA/ OR EPHEDRINE THEN STOP)
2. Is there an adverse event? (CIRCLE ONE)
D (S SR 1
I o TSRO 2 (sToP)
(IF NO ADVERSE EVENT THEN STOP)
3. Was the product specifically identified? (CIRCLE ONE)
| T SRR 1
I [ SRS 2 (sTOP)

(MuST BE A SERIOUS ADVERSE EVENT AND
PRODUCT SPECIFICALLY IDENTIFIED OR STOP)

4. What was the adverse event? (CHECK ALL THAT APPLY AND/OR ENTER TEXT)
PSYCNOSIS ... O (06)
Mania or severe agitation............cccccoeviiieeiiiieenieeees O (07)
Severe depreSSiON ......ocveeeeiiieeee e O (08)
Suicidal ideation ...........ccccvveviiiiee e 0 (09)
Suicide attempt/ SuiCide..........ccoevviiiiiiiiie e, O (146)
Hallucinations............coooiiiiiiiieie e O (138)
Other serious psychiatric events: (enter below)

...... o (¢ )

...... o( )

...... o( )

...... o ( )
Other non-serious event: ).....0 (96) (sToP)
None of the @above ..., O (97) (sToP)

57



Figure 3c. Adverse events analysis form for psychiatric cases (continued)

RAND EPC EPHEDRA PROJECT

5. Is there a presence or history of the following conditions?

ADVERSE EVENTS ANALYSIS FORM

(CHECK ALL THAT APPLY AND/OR ENTER TEXT)

PRESENCE  HISTORY (CODES)
PSYChoSiS ......coooiiiiiee e I 1.(01)
Mania or severe agitation................ccoc...... O .. [1.(02)
Hallucinations..........ccooooeeinieiceee O .. 1.(03)
Severe depression .........eeeeevveeeeeiiieee e O 1.(04)
Suicide attempt ... | I 1.(05)
Suicide ideation............occeeeiiiiiiiiiiee | I 1.(06)
Schizophrenia ........cccceovceieeiiieeeeeee O 0.(07)
Acute confusion..........cccceeeviciiee i, O 1.(08)
DelUSIONS ... O 0.(09)
Aggression/threatened violence................. I 1.(10)
Substance abuse .........ccccoeeiiiiiii, I a.(11)
Other conditions:
............. O..........O( )
............. O..........O.( )
............. O..........O.( )
............. O..........O.( )
............. O..........O.( )
............. a..........O0.( )
............. O..........O( )
............. O..........O( )
NoNe descCribed .........oocviiiiiiiiiiiiiiee e O (98)
6. What was the outcome of the event? (CHECK ALL THAT APPLY)
Death ..o O
Harm to self/others...........cccooiiiii e O
Hospitalization ............ccoooeiiiiiiiee e, O
ER VISIt oo O
On-going adverse event/disability............cccccceevrrinnnnen. O
RESOIVEA ... O
other.__ O
Not described ...... .o O
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Figure 3c. Adverse events analysis form for psychiatric cases (continued)

RAND EPC EPHEDRA PROJECT ADVERSE EVENTS ANALYSIS FORM
7. What was intervention was prescribed after adverse event occurred?
(CHECK ALL THAT APPLY)
NO ProCEAUIE ......oiiiiieieiieeee et O
Discontinue Ephedra.........cccciiiiiiiiiie e O
Change existing medication..............ccccovvviieiniiieieninen. O
New medication..........oooiiiiiiii e O
Initiate/change frequency/intensity of outpatient visits...
Hospitalization .............cooociiiiieie e, O
Involuntary hospitalization...........c.ccocoociiiiii O
Legal action ........ocueeiiiiiiiiii e O
Not described ... O
Not applicable ... O

8. What was the age of the subject on the date report was made?

Enter number: (No Data=99)

9. What is the gender of the subject? (CIRCLE ONE)
MalE.. e 1
FEMAIE ..o 2
Not described ........oooviiiiiiiiee e 8

10. Why was the subject taking the product? (CHECK ALL THAT APPLY)
WeEIght 10SS....ieiiiii e O
Improved athletic performance ............cccooocciiiiis O
Psychological effect ..........ocouiiiiiiiiiiie e, O
AdICON .. O
other._ .. O
Not described ..........oooiiiiiiiiiii e O

11. Did report describe the use of any other substances or medications
taken prior to/or during the event?

()

« )

« )

« )

« )
NONE AESCIDEM .......voveveeeeieecic e 0 98
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Figure 3c. Adverse events analysis form for psychiatric cases (continued)

RAND EPC EPHEDRA PROJECT ADVERSE EVENTS ANALYSIS FORM
12. What is the common, proprietary, and/or scientific (genus,
genus/species) name of the product? (ENTER TEXT OR CIRCLE ONE BELOW)
Name: ( )
N[0 o 1= TSR 97
Not described ... 98
Not applicable ... 99

13. Of which main constituents is the product made?
(Enter text or circle one below)

()

()

()

()

()

()

()

()

NONE ..ottt e e aeeeeeerararereseseresarereranes 97
Not described...........oooovvviiiiiiiiiiiiiiieeeeeeeeeeaas 98
Not applicable ... 99
14. Was chemical analysis on ephedra alkaloids data presented?

(CIRCLE ONE)

Y €S i 1
N O ettt ——————————————————————— 2
Ordered but not presented.........c...ccooeviiiiieeee e, 3
Not described .........cooeiiiiiiiieie e 8
Not applicable ..o, 9
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Figure 3c. Adverse events analysis form for psychiatric cases (continued)
RAND EPC EPHEDRA PROJECT ADVERSE EVENTS ANALYSIS FORM

15. Please fill in the following information on dosage data.
This information is from analysis: ( ENTER THE NUMBER AND UNITS IN THE APPROPRIATE BOXES.)

Dosage data Number | uUnit | YNit Codes for units:
Code |
Total daily dose of He
ephedrine alkaloids mg 2
Single dose of gm 3
ephedrine alkaloids mekg ! 4
Total daily dose of
caffeine ND 8
Ratio NA 9
caffeine/ephedrine :
alkaloids

16. This information is from label: ( ENTER THE NUMBER AND UNITS IN THE APPROPRIATE BOXES.)

Dosage data Number Unit Unit Codes for units:
Code

Total daily dose of ug 1

ephedrine alkaloids mg 2

Single dose of 3

ephedrine alkaloids gm

Total daily dose of mgkg ' 4

caffeine ND 8

Ratio

caffeine/ephedrine NA ?

alkaloids

17. What was the duration of ephedra/ephedrine use? (CIRCLE ONE)

KA NOUF ..t 1
2-13 dAYS e 2
14-60 days (ACULE) ....uuvvieeieeee e 3
>60 days (ChroNiC) ...eceveeeveiciiieeee e 4
60 days t0 1 Year......coviiiiiiii i 5
OVEI T YRAN ... 6
Not described ..o 8

18. What was the timing of the last ephedra/ephedrine dose?(CIRCLE ONE)
S o0 S 1
B-24 NOUIS ..ottt 2
324 NOUPS ..ottt e e e 3
Not described ... 8

19. Was/were the product(s) discontinued after problematic

symptoms emerged? (CIRCLE ONE)

(=TSSR 1
o RSP 2
Not described ... 8
Not applicable ... 9
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Figure 3c. Adverse events analysis form for psychiatric cases (continued)

RAND EPC EPHEDRA PROJECT ADVERSE EVENTS ANALYSIS FORM
20. If product(s) was/were used again after discontinuation, did the
problematic symptoms reoccur? (CIRCLE ONE)
[ T USRS 1
o TSRO 2
Not described ... 8
Not applicable ... 9
21. Was autopsy performed? (CIRCLE ONE)
D (= 1
[ SRR 2
Not Applicable .........ooovviiiiiiiiieeeeeeeeeeeeeeeeeeeee s 9
22. Was drug screen performed? (CIRCLE ONE)
Y S ittt 1
I Lo S PRSPPI 2 (sTOP)
23. Results of URINE screen: (CHECK ALL THAT APPLY AND/OR ENTER TEXT)
No substance found ... o (01)
Substance(s) found and identified:
...... ()
...... ()
...... ()
...... ()
...... ()
...... ()
Not described .........coooiiiiiiii e O (98)

21. Results of BLOOD screen:(check all that apply and/or enter text)
No substance found ...........cccceeiiiiiii i o (01)
Substance(s) found and identified:

...... ()
...... ()
...... ()
...... ()
...... ()
...... ()
Not described ..o O (98)



Figure 4. Brief data collection form for case reports
RAND EPC EPHEDRA PROJECT

Article ID:
FDA Case Number:
Form Number:

of

Reviewer:

BRIEF FORM FOR CASE REPORTS

(Fill out one form for each subject)

1. Does adverse event form report on ephedra or ephedrine?
CIRCLE ONE
Y S e 1
NO/ UNSUIE ..ot 2 (sToP)

(IF NOT EPHEDRA/EPHEDRINE THEN STOP)

2. What was the adverse event? CHECK ALL THAT APPLY
Death......cooii 0O (01)
Cardiovascular:

Heart rate, >120 0r <50.......cccccveiieiiiieeee e, O (02)
Hypertension, Systolic >180 or Diastolic >105 ....... O (03)
SR O (04)
Ventricular tachycardia/ fibrillation .......................... O (05)
Cardiac arrest........cc.eeviiiiiiieiiiee e O (06)
Pulmonary:
Respiratory arrest..........ccooiiieiii e O (07)
Neurological:
TIA e O (08)
CV A O (09)
Brain Hemorrhage, not CVA ..., O (10)
Fainting / Loss of consciousness..........cccccccceeeunns a (1)
COMA.c i O (12)
SEIZUIE .. O (13)
Paralysis.........couiiiiiiiiiiiee e O (14)
Psychiatric:
Severe depreSSion ......ocuuvvveicieeeeiiiieee e O (15)
Hallucinations............oociiiiiiiie e O (16)
Mania or severe agitation...........ccccceeeveveeiiiieeeeee O (17)
PSYChOSIS ..o O (18)
SUICIAE ... O (19)
Other adverse events:
Changes in glucose <40 or >400...........ccccceevuneennn. 0O (20)
Liver failure ALT/AST >200.......ccccceeiieeriieeieeenen. O (21)
Rhabdomyolysis CPK >400 ..........c.cccceiiiiiiieneenn. O (22)
MISCArmage......ccoiiveieeeiiiiee e O (23)
Serious renal event..........cccooeieiiiii O (25)
Autonomic Hyperactivity...........ccccoeevviiereeniiene e, O (26)
None of the above ........cccoecveeiiiiiiii e, O (24)
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Figure 5. Examples of MIPER Files
5a. Email record of a telephone conversation

From:

Posted At:
Conversation:
Posted To:
Subject:
Sensitivity:
Categories:

Redacted

41 YIS Z1U 10S

Redacted
Monday, November 29, 1999 8:23 AM
Redacted menstrual irreg
Medical Group
Redacted menstrual irreg
Private

Menstrual Irregularity

customer reports taking 1 1/2 caps tid ac for 1 month - eats adequate, drinks gs - now experiencing menstrual irreg an is

5 days late for her cycle

recommended contact gyn and discuss whether to continue taking- may be able to just decrease to 1 or 1 1/2 caps a day
or may need to completely stop- be sure to continue to eat 3 healthy high protein meals qd and drink 64 oz of water

CONFIDENTIAL
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Figure 5. Examples of MIPER Files (continued)
5b. Typed or handwritten letter from the consumer to the company

REDAS

CONFIDENTIAL MngRozoggo
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Figure 5. Examples of MIPER Files (continued)

5c. Handwritten note of telephone conversation with consumer written on a rudimentary form. Note more
than one case is recorded on a single MIPER file.

HEALTH INFORMATION CALL DOCUMENTATION

DATE u&a{qq
v Name,_ - @ge Ho Weli})-t—‘ | L(CI‘ Phone#

# of caps qd 2N Timing Duration Q,a_,ufﬁ (Q nd €"" )
Side effecWrealdast intake

Lunch Lo dut [ - "y
Dinner V! / Tﬁrow £
Water intake E §§% . Caffeine intake____ C lps Ty A
Medications Medical history/similar symptoms T C L
Exercise Other pertinent info + WC(/«:Q-
Recommendations, W bu-(,‘_é_ i +vl e’ -
~ ]
@ Nar _. 4ge a3 Weight [3(p Phones(
# of caps qd v Timing & . Duration_ | Mo Wt (Fois)
Side effect?s 4 ) . _{ 055 Breakfast intake ’Ba,\ P Lf (YT
Lunch { Fuok T
Dinner U maeak,
Water intake___ 20 % g - Caffeine intake___~ TS
Medications Medical history/similar symptoms
Exercise Other pertinent info ,,
Recommendations . . N MJ‘(,[M ) A2 A webHide
Name v Age [5 Weloht / % 5Péne#
# of caps q Timing Duration__ 55 clci« F ot
Side effect? ’27]’1 £x Areakfast intake AN
: ‘ Lunch At "‘33’9’1 "‘%‘fﬁ
Dinner 4
Water mtake Caffeine intake
‘ Medications % Z’ % Medical history/similar symptoms
Exercise Other pertinent info
Recommendations, ’
1)
Name___ (X)) Age Weight Phone#

# of caps qd Timing bid. Duration, _imaa_
Side effect?_jf T4 Breakfast intake__, | . .
' % Lunch YA % YT S Y, ?romf(w-
b PCL}/N Dinner }
Water intake Caffeine intake Dteﬁb . C wtan QrifLe
Medications Medical history/similar s toms , !
: . Exercise Other pertinent info_AuPiPED / Ce l’) Sud e o,

Quarme Gxteh %W%%éa;w
@ - MMMQM/L%WL i

CONFIDENTIAL
CONFIDENTIAL & NON RESPONSIVE REDACTION

MIPER022677
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Figure 5. Examples of MIPER Files (continued)
5d. Handwritten note of telephone conversation with consumer written on a piece of paper

CONFIDENTI I
REDACTED AL MIPER024166

67



Figure 5. Examples of MIPER Files (continued)
5e. A form developed for systematically collecting information about possible adverse events

Nurses Database - Caller Info

First Name o J AGE(years) 0 Current Dose 1 Times per day 1
} LastName ~Redacte WIeBs) 180 Suggested Dose 05  SDTimesperday BID
! . HT(INCHES) 0 TIME ON METABOLIFE 1 UNITS DAYS
|
USER cela D/C met use O Chinac formula ] formula
Date 1141199 Time  8:36:27A Refiund Policy Reviewed |1 356 +Chinee L]
Recommendations
Current Water Increase High
Intake o3 Caffeine Intake Carrent Diet Water Protein  Other Recommendations
84 0 low protein breakfasts O start slowly, inc fiber, try with meals, if sx recur,
: stop, see PCP
[7] Ok to call back [ Donot call back 0oe Understand R dati [ ] Eatw/l0minto 1hr

[[] Usage Guidelines Sent (] Declined Usage Guidfines | Customer to Call Meta PR [ AteAfier 1hr (7] Did Not Eat

64 0 low protein breakfasts O start slowly, try with meals, if sx recur, stop, see
[7] Ok to call back [[] Do not call back ] Unde d R doti [ Eatw/10minto Lhr
[0 Usage Guidelines Sent [7] Declined Usage Guidlines [ ] Custamer to Call Meta PR [ AteAfier 1hr [7] Did Not Eat
[J Abdominal Pain [] Dizziness [[] Irregular Heartbeat [ Pregnancy on BCP
[ AbnosmLab Values [ Dry Mouth [ Issitability [ Prupitis
L Aene [ Edema [ Joint Pain [J Psychosis
[ Addiction [] Elevated Liver Functions [] Joint Stiffness- General [ Rash
[ Anesthesia Complication [ Excitation [J Joint Stiffness - Local [] Seizure

‘ [ Anxiety

] Back Pain
["] Bloating/Gas
[[] Blood in Stool
[[] Biood in Usine
[] Breast Pain

‘ [] Briusing

( [7] Chest Pain
7 chinis
] Cold Hands
[7] Constipation
[] Cough
[] Death
/] Diarrhea

Other/Comments:

[] Medical Release Form Sent

CONFIDENTIAL

[ Eye Twitching
[] Facial Swelling
[ Fatigue

[] Fever

[] Fluid Retention
] Glaucoma

[7] Hair Loss

[T} Headache

[ Heart Bum

[1 High Blood Pressure
[J Hives

L] Hypertension
"] Hypoglycemia
"] Insomnia

[T Joint Swelling - General
[ Joint Swelling - Local
[ Kidney Stones

[] Liver Enzyme Elevation
[[] Menstrnal Irregularity
[J Mood Swings

"] Muscle Cramps ~General
[] Muscle Cramps - Leg
] Myocardial Infarction
[ Nausea

[ NoseBleeds

[[] Numbness

[] Palpitations

[} Parestrsias

[] Customer Denies any other signs or Symptoms

68

[J Sexual Disfunction
[] Shortness of Breath
[7] Stroke

[J Sweating

[] Tachycardia

[J Tingling Hands
[ Tinnitis

! Tremors

] Urinary Infection
{7 Urine Retention
[ Vasodilation

[7] Vision Dismrbance
[J] Vomiting

[ Yeast Infection

[[J No Weight Loss/Gain

MIPERO18211



Figure 6. Example of duplicate case

‘ From: Cela Nash
Posted At: Thursday, June 03, 1999 11:35 AM
Conversation: REDACTED Seizure
Posted To: Medical Group
Subject: REDACTED - Seizure
Categories: Sejzure

25 yr old female, 5°'8", 145 1bs, had been taking 1-2 met tabs per day for the last 2 weeks
for energy. Had a seizure, fell and injured head, went to hospital, staples and sutures
placed in head. Ho hz epilepsy, or family hx. Has mitral valve prolapse. HNka. Taking
prozac daily; had read label, noted that met not to be taken with maos, no mention of ssris.
Water, caffeine, protein intake all within guidelines. she is a nutrition/fitness
professional, has taken other ephedrine products without problems, but neot at the same time
as prozac. Has d/c'd met. Inst that met works by stimulating cns, can lower seizure
threshhold. Her eeg test is pending.

REDACTED

CONFIDENTIAL MIPER016897
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Figure 6. Example of duplicate case (continued)

" CONFIDENTIAL"
REDACTED

June 1 August 1998
SMTWTES SMTWTFS

1 2 3 4 5V6 1
7 8 910 11 1213 2 3 45867 8
14 15 16 17 18 19 20 910 111213 14 15
2122 23 24 25 26 27 16 17 18 19 20 21 22
28 29 30 23 24 25 26 27 28 29

: 30 31

180 Thursday, July 9 175
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Figure 7. Metabolife record screener form

Case Number: Reviewer:

Form Number: of (Fill out one form for each subject)

1. Subject’s age: (Not Described =999)

2. What is the subject’s gender? (CIRCLE ONE)
ML 1
Female ... 2
Not described/ Not reported..........cccovveeeeeeiiiiiiiieeeeee, 3

3. What was the adverse event? (CHECK ALL THAT APPLY)
No adverse event reported .........cccccovviiieiiiiiiee e 0 (01)

(IF NO ADVERSE EVENT THEN STOP.)

DEALN ... e O (02)
Cardiovascular:

Heart rate, >120 Or <80.......cveeiiiiiiiiiiiee e O (03)

Heart rate, 50-120, or not otherwise unspecified........... O (04)

Hypertension, Systolic >180 or Diastolic >105 .............. O (05)

Hypertension, Systolic <180 or Diastolic <105, or

not otherwise specified ...........cccceeeeiiiiiiiiiie e, O (06)

Myocardial Infarction/ Heart Attack..............cccovveeeee. O (07)

Cardiac Dysrythmia, Other/ Palpitations........................ O (08)

CardiaC arrest........c.ueeiiiiiiiiei O (09)

Ventricular Tachycardia/ Fibrillation...............cccccceenne 0O (10)

Chest Pain, not specified as Ml ..........cccccoiiiiiiniienn. 0o (1)
Pulmonary:

Respiratory arrest...........cooiiiiiiiii e O (12)
Neurological:

Transient Ischemic AttacK.........cccccoeciveiiicii e 0 (13)

CVA/ Stroke, not known to be hemorrhage ................... 0O (14)

Brain Hemorrhage.......cccco oo 0 (15)

Fainting / Loss of consciousness..........cccccccoevecvvveeenennnn. O (16)

L070] 12 F- SRR O (17)

SECIZUIME .. O (18)
Psychiatric:

DEPrESSION ....eeiiiiiiiiie it O (19)

HalluCinations .........coooiiiii e O (20)

Mania or severe agitation............cccccovviiieiiiiiieeiieees O (21)

PSYCNOSIS ...t O (22)

Suicide attempt .......oooviii 0 (23)

Autonomic Hyperactivity (includes: tremor, twitching,
jitteriness, insomnia, increased sweating, agitation,
nervousness, and irritability) .............cccoccovin s O (24)
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Figure 7. Metabolife record screener form (continued)

3. What was the adverse event? (CHECK ALL THAT APPLY)

(continued)

Other adverse events:
Changes in glucose <40 or >400.........cccccceeveeeeeeicnnnneen, O (25)
Liver failure ALT/AST >200........cccceeioieaiiieieeeeiee e O (26)
Liver abnormality, not otherwise specified ..................... O (27)
Rhabdomyolysis CPK >400 ...........ccccociieeiiiiieneiiieeees 0 (28)
Rhabdomyolysis, not otherwise specified...................... O (29)
MiISCArTIAgE.....ccei i O (30)
Allergic Reaction .........c..oocceveiiiiiie e 0 (31)
Anesthesia complication ...........cccccoeviveiiiciee e, 0 (32)
Fatigue/Fever/ Chills ..........ccccceiiiiiiiiiiiie e O (33)
Abnormal lab values, not otherwise specified................ O (34)

Other adverse events not already specified:
Ear, Eye, Nose, or Throat ...........coooccvieeieeieeeieciieee, O (35)
Respiratory System ... O (36)
Cardiovascular System ..........cccccoiiiiiiiie e, 0 (37)
Gastrointestinal System .........ccccooiiii, 0 (38)
Hepatobiliary System ... O (39)
Musculoskeletal System..........ccocoeeiiiiiiiiiiiieees O (40)
Genitourinary System.........cccocoieeiiiiiiiee O (41)
Gynecologic (includes breast and menstrual

SYMPLOMS) .eeieiiiiiiee ettt e e sreeee e O (42)
Sexual Dysfunction ..........ccoeceiiiiii e, 0 43)
Neurological System (includes headache)..................... O (44)
Mental Health ..., O (45)
Skin (includes Pruritis) ..........ccccviiiiiiiieee e, O (46)
Hematologic System ..., 0O @7)
Oncologic SyStem ... O (48)
Other symptoms not specified above ...........cccccceevnneeee. 0 (49)
4. Did the adverse event result in a hospital stay (at least one night;

do not include emergency room visits)? (CIRCLE ONE)
Y S ettt a e e 1
NO/ NO DAt ..eeeeeiiiiiee e 2

5. Is there additional information (medical records or similar) available
for more detailed review regarding past health history, current,

problems, toxicology results, etc? (CIRCLE ONE)
YES i 1
N ettt ——————————————————————— 2
END
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Figure 8. Literature flow

Case Series articles
contributing to
adverse events

analysis

Library Search Identified by Reference Lists
(n=452) Outreach to Expert (n=34)
(n=64)
I
550 Articles Requested
» 20 Not Found
\ 4
530 Articles Screened
I
v v L 4
71 Case 59 RCT/ 400 Rejected
Reports/ CCT 149 Topic
Case Series 101 Subject
articles 68 Population
36 Study Design: Descriptive
Y 30 Study Design: Review/Meta-Analysis
59 Articles 9 Study Design: not RCT, CCT, Case
corresponding Series, or.Case Report
6 duplicate to 52 trials, e o included
reports assessed uplicate of article already include
already
included
v ‘
8 Athletic 44 Weight
performance loss trials
trials summarized
Y \ 4 A 4
20 Trials 18 Weight loss 6 Trials
Contributing to trials excluded (13 articles)
Weight Loss from meta- dropped from
Meta-Analysis analysis: follow- meta-analysis*
up < 8 weeks
\ 4 \4
65 Case Reports/ ” 52 Trials contributing to adverse events analysis** "

* Various reasons, see table 9.
** Two studies had no placebo group and, therefore, contribute to the power calculations but not
to the odds ratio meta-analysis.
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Figure 9. Ephedrine versus placebo - forest plot
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Figure 10. Ephedrine versus placebo - funnel plot
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Figure 11. Ephedrine + caffeine versus placebo — forest plot
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Figure 12. Ephedrine + caffeine versus placebo — funnel plot
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Figure 13. Ephedrine + caffeine versus ephedrine alone — forest plot
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Figure 14. Ephedra + herbs containing caffeine versus placebo — forest plot

Boozer(115) —
Boozer(89) —
Colker(93) B
Greenway(116) B

Combined — $

I
-1.7 -.81
Effect Size

Figure 15. Ephedra + herbs containing caffeine versus placebo — funnel plot
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Figure 16. Effect sizes by comparison group

Monthly Weight Loss (Ibs) vs Placebo (Ibs)
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Ephedrine Ephedra + Herbs Ephedrine
containing Caffeine + Caffeine
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Figure 17a. Flow of evidence for adverse events analysis, part 1

FDA Batch 1
1783 Adverse Events report IDs 88 Rejected for multiple
from the FDA 7 products per report
Review of IDs on v
Excel Master Sheet 1695 unique Adverse Events report IDs
i 214 AE full reports
unavailable from the FDA:
158 AE reports sent Death(4)
on to detailed review: Stroke(18)
Death, Stroke, Ml MI(9)
Psychiatric(143)
All others(40)

137 IDs not reviewed:
post-9/30/01 report received date:
Death(17)

Stroke(15)
MI(5)
Other adverse event(100)

y
1186 AE reports
available on other
adverse events

242 AE reports on
other events

A 4

944 AE reports on to
screening:
Other cardiovascular
Other neurological
Psychiatric
Seizure

Continued on Figure 17b
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Figure 17b. Flow of evidence for adverse events analysis, part 2

From Figure 17a, part 1

FDA Batch 1 FDA Batch 2
A
~ N
160 subjects i
. dJ s 975 subjects reported 130 subjects
reported on in on in 944 other reported in 125
158 death, M, cardiovascular, other AE reports
stroke AE neurological, seizure,
reports psychiatric AE reports
47 subjects not
» reporting on
ephedra
24 subjects not
reporting on ephedra <
v or ephedrine v
928 subjects
reporting on 6 subjects reporting on
ephedra ephedra
100 subjects reporting
761 subjects reporting on ephedrine
» other adverse events
(see Table 28)
73 subjects reporting
other adverse events [«
(see Table 28)
v v
) ) 33 subjects reporting
167 subjects reporting adverse adverse events sent on
events* sent on to detailed to detailed review:
review: vtach/ Vflb(24), cardiac death(15) M|(3)
arrest(10); pu_Imonary arrest(6); stroke(1); cardiac
TIA(13); brain hemorrhage(4) arrest(1); TIA(1); brain
seizure(70); psychiatric hemorrhage(1);
symptoms(68) seizure(4); psychiatric
*adverse events are not symptoms(7)
mutually exclusive
\ 4 v \ 4
160 subjects 167 subjects 33 subjects
detailed review detailed review detailed review
completed completed completed
v

Continued on Figure 17¢c
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Figure 17c. Flow of evidence for adverse events analysis, part 3

Published Articles

195 Published articles
reporting adverse events

65 Articles reviewed and rejected:

23 study design - descriptive

20 study design — review

l
2 study design — not controlled trials ¥
20 other (see text) 130 Articles reporting
adverse events
[
v v
59 RCT/CCT articles 71 Case Reports/
reporting on 52 trials Case Series articles
52 trials 6 reports 65 Case
contributing to rejected as Reports/ Case
RCT/CCT duplicates Series articles
adverse events reporting on
analysis 102 subjects
|
v v

18 subjects not
reporting ephedra
or ephedrine

22 subjects reporting ephedra
61 subjects reporting ephedrine

v

A

39 subjects
reporting other
adverse events

From Figure 17b, part 2

44 subjects reporting adverse
events sent to detailed review;
death(11); MI(4); stroke(5);
vtach/vfib(3); TIA(1); brain
hemorrhage(4); seizure(1);

oA psychiatric(15)
~ N

FDA Batch 1 FDA Batch 1 FDA Batch 2 .

. . . Literature Case Reports
160 subjects 167 subjects 33 subjects . :
. . . . . . 44 subjects detailed
detailed review detailed review detailed review .
review completed
completed completed completed

events analysis
(Table 23)

contributing to adverse

404 detailed
review
completed
67 subjects rejected for
inadequate data to
v complete the review
338 subjects
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Figure 18. Flow of MIPER ID Numbers

15951 MIPER files on CD-ROMs

o

!

™~

329 files excluded
from analysis

13907 files of single cases

(blank files,
duplicate cases,
etc)

'

13907 cases

~,

1715 files of multiple cases

!

4595 cases

N

15622 MIPER files contributing
18502 cases to the analysis
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